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RESPONSE 

OrigiTiaUy. claims 1-24 were pending in the above-referenced application. After entry of the 
amendment detaUed above, claims 1-24 have been canceled, and claims 25-44 are now pending. The 
subject matter of original claims 1-7 and 20-24, now canceled, will be pursued in a continuation 
application. Applicants would also like to point out that original claims 8-19 have been re-presented as 
claims 25-27, 32-39, and 44 to avoid any confusion in the amendment of the claims. Specifically, certain 
of the original claims 8-19 (now claims 25-27, 32-39, and 44) include compound names and subsitutents 
that incorporate brackets as part of the name and/or subsdtuent and thus any amendments to the claims 
that include deletion of subject matter (and showing this by using brackets) would lead to confusion in 
determining which subject matter is to be delet^. 

Chum Amendments and Additions: 

Applicants have re-presented original claims 10, 11, 12. 13, 14, and 16 as claims 27, 32, 33, 34, 
and 35, respectively, with some amendments. Amendments to these claims were made to delete 
redundant material. For example, each of the original claims made specific reference to a previous claim 
to define a particular substituent (e.g., original claim 13 states "where R^^ is defined in Claim 8". 
Applicants respectfully submit that this specific reference is not necessary since the claims necessarily 
incorporate the limitations of the claims upon which they are dependent. Accordingly, new claims 27, 32, 
33, 34, and 35 do not include the specific claim reference to define a substituent. 

Applicants have also added new claims 28-31. and 40-43. Applicants respectfully submit that no 
new matter is presented with these claims and support for these new claims can be found throughout the 
specificaticm and in the claims as originally filed. 

Rejection under 35 U.S.C. 112, first and second paragraphs: 

The Examiner has rejected claims 1-7 and 20-24 under 35 U.S.C §112, first and second 
paragraphs. As detailed above, claims 1-7 and 20-24 have been canceled in this application and the 
subject matter will be pursued in a continuation application. Accordingly, the rejections are now moot. 

Rejection under 35 US.C. § 102 

The Examiner has rejected claims 1-5, 8-13, 17 and 19 under 35 U.S.C. § 102(b). Applicants 
would again like to point out that claims 1-5 have been canceled with this amendment and will be pursued 
in a continuation application. Additionally, claims 1-5 pertain to methods of inhibiting CRTh2 and the 
abstracts the Examiner has cited below do not teach the use of these confounds as inhibitors of CRTh2. 
Accordingly, Applicants address the Examiner's rejections with respect to original claims 8-13, 17 and 19 
below (now claims 25-27, 32-34, 38, and 44). 
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The Examiner has stated that the subject matter of the rejected claims are anticipated by 
Zalukajevs (CA 48:56687 and CA 62:22149) and Funabashi (72:31075). The Examiner has further stated 
that Zalukajevs and Funabashi both teach 4-anilino-l-ben2oyl-l,2.3.4-tetrahydroquiTialidine. 

Applicants respectfully submit that the subject matter of original claims 8-13, 17 and 19 (now 
claims 25-27, 32-34, 38, and 44) are not anticipated by Zalukajevs or Funabashi. Specifically, claim 8 
recites the following: '^provided that when X2 is a bond, SO or SO2. then is not H" and thus 4-anilino-l- 
benzoyl-1.2,3.4-tetrahydroquinalidine is excluded from the scope of claim 8 (and claims dependent 
theieon). 

The Examiner has also rejected original claims 1-5, 8-13. 17 and 19 (now claims 25-27, 32-34, 
38, and 44) as being anticipated by Zalukajevs (CA 59:54789, 67:53250 and CA 65:15179e-g) and has 
further stated that Zalukajevs teaches N-(l-benzoyl-1.2,3,4-tetrahydro-2-methyl-4-quinolinyl).N-phenyI- 
acetamide or aN-(l-benzoyl-6(Cl orBr)'l,2,3,4-tetrahydro-2-methyl-4-quinolinyl)-N-phenyl acetamide. 

Applicants respectfully submit that original claims 8-13, 17 and 19 (now claims 25-27, 32-34, 38, 
and 44) are not anticipated by Zalukajevs (CA 59:54789, 67:53250 and CA 65:15179e-g) because N-(l- 
benzoyH,2,3,4-tetrahydro-2-methyM-quinolmyl)-N-phenyl-acetamide, N-(l-benzoyl-6-Cl-l, 2,3,4- 
tetrahydro-2-methyl-4-quinolinyl)-N-phenyl acetamide, and N-(l-benzoyl-6-Br-l,2,3,4-tetrahydro-2- 
methyl-4-quinolinyl)-N-phenyl acetamide are included in the proviso at the end of original claim 8 (now 
claim 25), and thus are excluded from the scope of original claim 8 (and claims dependent thereon). 

For the Examiner's convenience. Applicants have reproduced the proviso in original claim 8 
(now claim 25) directiy below and have underlined the above-referenced compounds to highlight where 
they are located m the proviso. 

"provided that the compound is not 2-metiiyl-N-phenyl-N-[l,2,3,4-tetrahydro-2-methyl-l- 
(2-methyl-l-oxobutyl)-4-quinolinyl]-butamide; N-(l-AcetyM,2,3,4-tetrahydro-2-mefliyl-4- 
quinolinyl)-N-phenyl-heptamide; N-phenyl-N-[l,2,3,4-tetrahydro-2-methyH-(l-oxo-3- 
phenylpropyl)-4-quinolinyI]- benzenepropanamide; N-phenyl-N-[l,2,3,4-tetrahydro-2-methyl-l- 
(3-ni trobenzoyl)-4-quinolinyl]- hexanamide; N-[ 1 , 1 -biphenyl]-3-yl -N-[ 1 ,2,3 ,4-tetrahydro-l -(4- 
methoxyben2oyl)-2-methyl-4-quinolinyl]-acetamide; N-(l-benzoyl- 1 A3,4-tetrahydro-2-methyl-4- 
quinolinyl)-N-(4-nitrophenyl)- heptanamide; N-(l-ben2oyl-l,2,3,4-tetrahydro-2-methyl-4- 
quinolinyl)-N-(4-methoxyphenyl)-2-methyl- propanamide; N-[ l-(4-fluorobenzoyl)- 1 ,2,3,4- 
tetrahydro-2-methyl-4-quinolinyl]-N-phenyl-butanamide; N-phenyl-N-[l,2.3,4-tetrahydro-l-(3- 
methoxybenzoyl)-2-methyl-4-quinolinyl]-pentananiide; 2-ethyl-N-[l-(2-ethyl-l-oxobutyl)-l,2,3,4- 
tetrahydro-2,8-dimethyl-4-quinolinyl]-N-(2-methylphenyl)-butanamide; N-[ l-[(4- 
fluorophenyl)acetyl]-l ,2,3.4-tetrahydro-2-methyl-4-quinolinyl]-N-phenyl- propanamide; N-phenyl- 
N-[l ,23.4-tetrahydro-2-methyl-l-(4-nitrobenzoyl)-4-quinolinyI]-octanamide; N-cyclohexyl-4- 
[(cycIohexylainino)caTbonyl]phenylamino]-3,4-dihydro-2-methyl-l(2H)-quinolinecarboxamid 
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[lK4-e%lbenzoyl)-l,2,3,4-tetrahydro-2,8-dimethyl-4-qmnoliny^ 

nitrophenyl)- 2-propenaniide; 3-(4-niethoxyphenyl)-N-phenyl-N-[l,2,3,4-tetrahydro-l-[3-(4- 
methoxyphenyl)- 1 -oxo-2-propenyl]-2-methyl-4-quinoIinyl]-2-piX)pe^^ 
[(ethoxyoxoacetyl)phenylaiiuno]-3,4-dihydro-2-methyl^ 
acid;N-[lK3-<yclohexyl-l-oxopropyl^I,23T4-tBtrahydro-2-methyl-4^ 
cyclohexaneprcpanainide; 4-(acetylphenylainmo)-3,4-dihydro-2-methyl-gamma-oxo- 1(2H)- 
quinolinepcntanoic acid; N-(l-beiizoyl-l,23.44etrahydro-2-methyl-4-quinolinyI)-2,2-^ 
phenyl- propanamide; N<l-benzoyl-6-bromo-l,23,4-tetrahydro-2-methyJ-4Kimnolinyl)-N-phen^ 
pentanamidc;N-[l-(2-furanylcarbonyl)-l,23,4-tetra^ 
acetainide;2'methyl-N-phenyl-N-[lt2,3,4-tetrahydro-lK3-methoxyben»^ 
quinolinyl]- propanamide; N-[l-[(l,3-dihydro-l,3-dioxo-2H-isoindo^^^^ 
tetrahydro-2-methyl-4-quinolinyl]-N-phenyl-acetamide; 2,2;2-trifluoro-N-phenyl-N-[ 1,2,3,4- 
tetrahydro-l-(3-niethoxybei)zoyl)-2-methyM-quinolinyl]- acetamide; 2-ethy]-N-[l-(2^hyl-l- 
oxobutyl)-l,2,3,4-tetrahydro-2-inethyl-4-quinolinyl]-N-phenyl- butanamide; N-(l-benzoy 1-1. 2,3,4- 
tetrahydro-2-methy 1 -4-quinolinyl)-N-(3-methoxyphenyl)- acetamide; N-pheny 1-N- [ 1 ,2,3 ,4- 
tetrahydro-2-methyl-l-(l-oxohexyl)-4-quinolinyl]- acetamide; N-(l-acetyl-l,2,3»4-tetrahydro-2- 
methyl-4-quinolinyl)''N-phenyl-2-thiophenecarboxamide; N-[l-(2-fluorobenzoyl)-l,2.3,4- 
tetrahydro-2-methyM-quinolinyl] -N-phenyl- hexanamide; N-phenyl-N-[ 1 ,2, 3»4-tetrahydro- 1 -(4- 
methoxybenzoyl)-2-methyl-4-quinolinyl]- hexanamide; N-pheny l-N-[ 1 ,2,3,4-tetrahydro- 1 -(4- 
methoxybenzoyl)-2-methyl-4-qiiin oliny 1] - hexanamide ; N-[ 1 -(cyciopropylcarbony 1)- 1 ,2,3 ,4- 
tetrahydro-2-methyl-4-quinolinyl]-N-phenyl- cyclopropanecarboxamide; N-(l-benzoyl-l, 2,3,4- 
tetrahydro-2-methyl-4-quinolinyI)-N-(4-methylphenyl)- acetamide; 2-methyl-N-phenyI-N-[ 1,2,3,4- 
tetrahydro-2-methyl-l-(2-methyl-l-oxopropyl>4-quinolinyll- propanamide; N-phenyI-N-[l,2,3,4- 
tetrahydro-l-(4-methoxyben2oyl)-2-methyl-4-quinolinyl]- 2-thiophenecarboxamide; l-(3,5- 
dinitrobenzoyl)-N-formyl-l,2.3,4^tetrahydro-2-methyl-N-phenyl-4-quinolinamine;N-[l-(4 
3-nitrobenzoyl)-l,2,3,4-tetrahydro-2-methyM-qDinolinyll-N-phenyl- acetamide; N-phenyl-N- 
[ 1 ,2,3,4-tetrahydro-2-methy 1- 1 -(3-nitrobenzoyl)-4-qiiinolinyl] -acetamide; N-phenyl-N-[ 1 ,2,3 ,4- 
tetrahydro-l-(3-methoxyben2oyI)-2-methyl-4-quinolinyll- hexanamide; N-[l-(2-fiiranylcarbonyl)- 
l,2,3,4-tetrahydro-2-methyl-4-quinolinylJ-N-phenyl-2-fiirancarboxaniide; N-phenyl-N-[ 1,2,3,4- 
tetrahy dro-2-methyl- 1 -( 1 -oxopropyl)-4-quinolinyl] -acetamide; N-phenyl-N-[l ,2,3 ,4-te trahydro- 1 - 
[3-(4-methoxyphenyl)-l-oxo-2-propenyl]-2-methyl-4-quinolinyl]-acetamide; 3-(2-furanyl)-N-tl- 
[3-(2-furanyl)-l-oxo-2-propenyl]-l,2,3,4-tetrahydro-2-methyl-4-quinoIinyl]-N-phenyl-2- 
propenamide; N-[ 1 -[2'< 1 ,3-dihydro- 1 ,3-dioxo-2H-isoindol-2-y I)- l-oxo-3-phenylpropyl]- 1 ,2,3,4- 
tetrahydro-2-methyl-4-quinolinyl]-N-phenyl-octanamide; N-[l-(3-chlorobenzoy I) -1,2,3,4- 
tetrahydro-2-methyl-4-quinolinyl]-N-phenyl-acetanude; Relative stereochemistry N-phenyl-N- 

(Pagel8of21) 

PAGE 23f26 • RCVD AT 12(28^005 1 :48:08 PM [pastern Standard TImeJ • 8VR:U8PTO-EFXRF-6/24 • DNI8:2738300 • C81D:617 551 8820 ■ DURATION (inin-ss):11*2B 



12/28/05 15:09 FAX 617 551 8820 MILLENNIUM @024 



Practitioner's Docket No. MP102-110P1RNM U.S.SJ^. 10/678^2 

[(2R,4S)-l,23,4-tetrahydro-2-methyl-Hl-<)xopropyl)-4-qumolmyl]- acetamide; Relative 
stereochemisti7N-[(2R,4S)4-benzoyl-l,2,3.4-tetrahydro-2-methyl-4^ 

phenyl-propanamide; Relative stereochemistry N-[(2R.4S)-l-acetyl-l,2,3,4-tetrahydro-2-methyl- 
4^umolinyl]-N-phenyl-hexanamide; Relative stereochemistry N-[(2R,4S)-l-acetyl-l A3,4- 
tetrahydro-2-methyl-4-qiiinolinyl]-N-phenyl-propananiide; Relative stereochemistry N-[(2R,4S)-1- 
acetyl-l,23,4-tetrahydro-2-inethyl-4Kiuiiiolinyl]-N-phenyl-heptanam Relative stereochemistry 
N-[(2R,4S)-l-beTizoyl-l,23,4-tetrahydro-2-methyl-4-quiiiolinyl]-2.2-dimet 
propanamide;N4H3-fluorobeiizoyl)-1.2.3,44etrahydro-2-methyMHiui^^ 
acetamide; N-[l-[4-(14-dimethylethyl)benzoyl]-1.23»4-tetrahydro-2-^ 
phenyl- acetamide; N<l-acetyl-l,23,4-tetrahydro-2-methyl-4-quinolinyl)-2-inethyl-N-pheiiyl- 
propanamide; 2,2,2-trifluoro-N-pheriyl-N-[l,23,4-tetrahydro-2-methyl-l <trifluoroacetyl) 
quinolinyl]- acetamide; Relative stereochemistry N-[(2R.4S>l-acetyl-l,2.3,4-tetrahydro-2-methyl- 
4-quinolinyl]-2,2-dimethyl-N-phenyl-propaiiamide; Relative stereochemistry N-[(2R,4S)-l-acetyl- 
1 o '3 A-»^troKyrlrr.-0.^^fKy1^-qiiinritiny1]-N-ph^.n Relative stereochemistrv N- 

r(2R,4SVl>b enz 9vl>L2.3,4-tetrahvdr o-2-rnethvH-qpinQlinvll-N-nhenvl-acetamide: Relative 
Stereochemistry N-phenyl-N-[(2R,4S)-l,2,3.4-tetrahydro-2-methyl-l<l-oxohept^ 
acetamide; Relative stereochemistry N-phenyl-N-[(2R,4S)-l,2,3,4-tetrahydro-2-methyl-l-(l- 
oxohexyl)-4 -quinolinyl] -acetamide; Relative stereochemistry N-[(2R,4S)-l-acetyl-l,2,3,4- 
tetrahydro-2-mcthyM-quinolinyl]-N-phenyl-pentanainide; N-phenyl-N-[ 1,2,3, 4-tetrahydro-2- 
methyl-l-(l-oxo-3-phenyl-2-propenyI)-4-quinolinyl]-acetamide; Relative stereochemistry N- 
[(2R,4S)-l-benzoyl-l,23,4-tetrahydro-2-methyl-4-qtdnolinyl]-N-phenyl-heptanamide; Relative 
stereochemistry N-[(2R,4S)-l-acetyl- l,2,3,4-tetrahydro-2-methyl-4-quinolinyl]-N-phenyl- 
acetamide; Relative stereochemistry N-[(2R,4S)-l-benzoyl-l,2,3,4-tetrahydro-2-methyl'4- 
quinoliny l]-N-phenyl-pentanamide; N-phenyl-N-[ 1 A3,4-tetrahydro-2-methyl-I - 
(tricyclo[33. 1. 13J]dec-l-ylcarbonyl)-4-quinolinyl]-acetainide; N-phenyl-N-[l,2.3,4-tetrahydro-2- 
methyl-Hl-oxopropyl>-4-qiiinolinyl]- propananude; N-phenyl-N-[l,2,3.4-tetrahydro-2-methyl-l- 
{2-diienylcarbonyl)-4-quinolinyl]- acetamide; N-phenyl-N-[l,2,3,4-tetrahydro-l-(4- 
methoxybenzoyl)-2-methyl-4-quinolinyl]- 2-furancarboxamide; N-phenyl-N-[l,2,3,4-tetrahydro-l- 
(4-methoxybenzoyl)-2-methyl-4-quinolinyl]- acetamide; N-[l-(3,5-dinitrobenzoyl)-l,2,3,4- 
tetrahydro-2-methyl-4Hiuinolinyll-N-phenyl-acetamide; N-phenyl-N-[l,2,3,4-tetrahydro-2-methyl- 
l-(4-nitrobenzoyl)-4-quinolinyl] -acetamide; N-phenyl-N-[ 1 ,2.3,4-tetrahydro- l-(2-iodobenzoyl)-2- 
methyM-qui nolinyl]-acetamide; N-phenyl-N-[ 1 ,2,3 ,4-tetrahydro-2-methyl- 1 -(2-methyl-l - 
oxopropyl)^-quinolinyl]-acetamide; N-phenyl-N-[l,2,3,4-tetrahydro-2-methyl-l-[(4- 
methylphenyl)sulfonyl]-4-quinolinyl]- acetamide; N-phenyl-N'[l,2,3,4-tetrahydro-2-methyl-l-[(4- 
mtrophenyl)methyl]-4-quinolinyl]- acetamide; N-phenyl-N-[l,2,3,4-tetrahydro-l-(3- 
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raethoxybenzoyl)-2-methyl-4-quinoliT)yl]- acetamide; N<l-acetyl-l,2,3,^^ 
quinolinyO-N-phenyl- butanamide; N-phenyl-N-[ 1.2,3, 4-tetrahydro-2-iiiethyl-l-(lK)^^ 
quinoUnyl]- acetamide; NKl-ben2oyl-1.23,44etrahydro-2-methyl-4Hiuinolinyl)-N-^^^ 
hexanamide; N<l-benzoyl-l,23.4-tetrahydro-2-methyl-4.qumoUnyl)-N-phenyl-^ 
(1-benzoyl-l ,23,4-tetrahydro-2-methyM-quinolmyl)-N-phenyl-propa^ 1 -bgngOvM, 2.3.4- 

tP.h-ah Ydro^-rN-T)hftT.y1acetamidn^Qmnaldme :N-a-aceW^^ 
qiunolinyl)-N-phenyl-acetainide;N-(l-acetyl-1.23.4-teto^ 

acetanilide; N<l-acetyl-6K:Uoro-l,23,4-tetrahydro-2-mcthyl-4-qmnol^^^^ N-(l-acetyl- 
1 ?-3A \nr^^^^'^ ^'^''^^^-^-^^^'^'^^^^i^)^'^^ ^-ri-l^enzovl-6-bromo-l ,2.3.4- 



2-iiiethvl-4-quinolmvlVN-plienyUacetaniide: N-(l-benzoyl-l,2,3,4-tetrahydro-2-niethyl-4- 
quinolinyl)-N-phenyl- butanamide; N-phenyl-N-[l»2,3,4-tetrahydTo-H3-fluorobenzoyl)-2-methyl- 
4-qmnolmyl]-hexananude ; N-[l-(3-chloro-beiizoyl)-2-methyl-l,2,^ 
phenyl-acetamide;N-[lK4-fluoro-benzoyl)-2-methyl-6-nitro-l,23»4-tett^^ 

phenyl-acetamide; pentanoic acid (l-benzoyl-6-bromo-2-methyl-l»2,3,4-tetrahydrcKjuinolm-4-yl)- 

phenyl-amide; N-(l -benzoyl-6-chloro-2-inethyl-l ,23,4-tetrahydro-qumolin-4-yl)-N-phen 

acetamide; N-[6K:hloro-I-(4-f1uoro-benzoyl)-2-inethyl-l,23,44etrahydr^^ 

acetamide; N-[6-bromo-l-(4'fluoro-benzoyl)-2-methyl-1.2,3.44etrahydro-quinoHn^-yl]-N-phen^^ 

acetamide; N<l-benzoyl-6-nitro-2-methyl-l,2,3,4-tetrahydix><iuinolin-4-yl)-N-phenyl-^ 

N-(l-benzoyl-2-methyl-l,2,3,4-tetrahydro^uinolin-4-yl)-N-phenyl-butyramide; N-[H3-inethoxy- 

benzoyl)-2-methyl-l,23,4-tetrahydro-quinolin-4-yl3-2,2-dimethyl-N-phenyl-propion^ 

In view of the remarks detailed above. Applicants respectfully request that the rejection under 35 
U.S.C. § 102(b) be withdrawn by the Examiner. 

Claim Objections 

The Examiner has objected to original claims 14-16 and 18 (now claims 35-37, and 39) as being 
dependent from a rejected base claims. For the reasons discussed above. Applicants respectfully submit 
that ariginal claims 8-13, 17 and 19 (now claims 35-37, and 39) are in condition for allowance and thus 
Applicants respectfully request that the objection to original claims 14-16 and 18 (now claims 35-37, and 
39) be withdrawn. 



Entry of the amendments and arguments made herein is respectfully requested, and Applicants 
respectfully submit that pending claims 25^ are in condition for allowance. Applicants would 
additionally like to thank the Examiner for careful review of the application. If the Examiner believes 




l^-amnQlinvl yN-phenvl-ac etamide: N-f 1 -henmvl-6-chlQrQ-L2.3.4-tetrahvdro- 



REMARKS 
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that a telephone caU would expedite prosecution of the above-referenced appUcation. the Examiner is 
invited to call the undersigned at (617) 444-3227. 

AppUcanU respectfully request an extension of time from September 29, 2005 up to and 
including December 29, 2005. In the event any additional fees arc necessary, the undersigned hereby 
authorizes the requisite fees to be charged to Deposit Account No. 501668. 



Respectfully submitted, 

December 28.2005 MILLENimjM PHARMACEUTIC AI^, INC. 



By 



Karoline K. M. Shair 
Registration No. 44,332 
40 Landsdowne Street 
Cambridge, MA 02139 
Telephone - 617-444-3227 
FacsimUe- 617-55 1-8820 
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